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99023604 A INT-CL (IPC): A61 K 31/34; Mi K 31/36; Ml K H/40; A61 K 31/435; Mi K 3J./44; Mi S 3J/445; Ml K 
3J./449- A61 K 31/47 ; Mi K 3J./495; Ml K 31/496; Mi K H/55; A6J P 1/00; Mi E il/QQ; A6J. P H/QO; A6J. P 29/00; ML 
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333/38- £02 D 333/44; £07 D 333/58; £02 D 333/60; £Q2 E 333/68; COJ D 401/00; £07 D 401/Q2; £02 D 401/Q6; £02 D 
401/12; £07 D 403/00; C07 D 405/00; COJ D 409/00; COJ D 409/12; COJ D 413/00; £07 D 412/QQ; £0J D 4J1/04; £Q2 D 
473/00 

ABSTRACTED-PUB-NO: DE 1 98373 86A 
BASIC- ABSTRACT: 

NOVELTY - Di-(hetero)aryl-substituted pyrrolidine, piperidine, piperazine, perhydroazepine or perhydrodiazepine derivatives 
(I) are new. 
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\ JAILED DESCRIPTION - Di-(hetero)aryl-substituted N-heterocyclic compounds of formula (I) and their precursors, 

\ tvidual isomers, isomer mixtures and salts are new. T,U = N or CH, but not both CH; R1.R2 = H or alkyl; n = 0-2, provided 
\ i T or U = CH if n = 0; m = 0-3; Arl,Ar2 = aryl or heteroaryl; F' = alkylene, alkenylene or a bond, provided that if T = U = N 
\^ J F = alkylene, then R4 is not aryl; R = H or alkyl, or completes a carbocycle or heterocycle with R3 or R4; R3.R4 = H (but 
not both H), alkyl, alkenyl, haloalkyl, cycloalkyl, cycloalkylalkyl, heteroaryl, heteroaralkyl, heterocyclyl, heterocyclylalkyl, 
heteroalkyl, CN or -alkylene-CO-Z; or CR3R4 = carbocycle or heterocycle; Z = alkyl, haloalkyl, alkoxy, haloalkoxy, OH, 
optionally mono- or disubstituted amino, aryl, aralkyl, aryloxy, aralkoxy, heteroaryl, heteroaryloxy or heteroaralkoxy; E = 
CONR5, S02NR5, NR6CONR5, NR6S02NR5, NR6CSNR5, NR6CO, NR6COO, OCONR6 or NR6S02; R5 = H, alkyl, acyl, 
haloalkyl, cycloalkyl, cycloalkylalkyl, aryl, aralkyl, aralkenyl, heteroalkyl, heterocyclylalkyl, heterocycloalkylalkyl, heteroalkyl 
(sic) or -alkylene-CO-Z; or R5 completes heterocyclo-amino with R3 or R4; R6 = H, alkyl, acyl, haloalkyl, cycloalkyl, 
cycloalkylalkyl, aryl, aralkyl, aralkenyl, heteroaryl, heteroaralkyl, heterocycloalkyl, heteroalkyl or -alkylene-CO-Z; if T = N and 
E = CONR5, S02NR5, NR6CONR5, NR6S02NR5 or NR6CSNR5, then m is not 0; Q = -R7-W-R8-; R7 = 1-6C alkylene chain; 
R8 = bond or 1-4C alkylene chain; W = bond, CO, NR9, O, S, SO, S02, CONR9, NR9CO, NR9S02, S02NR9, NR9CONR9, 
NR9S02NR9 or NR9CSNR9; R9 = as R6; provided that if T = N and U = CH, then W is not CONR9. 

INDEPENDENT CLAIMS are included for new intermediates of formula (Ilg) and for the preparation of (I). X = NHR5, NHR6 
or COOH. 

USE - (I) have antiasthmatic, antiinflammatory, antiallergic and CCR-3 receptor antagonist activity. 

(I) inhibit the recruitment of eosinophilic granulocytes by CCR-3 chemokines (e.g. RANTES, eotaxin, MCP-2, MCP-3 and 
MCP-4). They are useful for treating diseases mediated by eosinophilic granulocytes, such as inflammatory or allergic disease, 
including allergic respiratory tract diseases (e.g. asthma, allergic rhinitis, hypersensitive pulmonary disease or pneumonitis or 
eosinophilic pneumonia), inflammatory bowel disease (e.g. Crohn's disease or ulcerative colitis), psoriasis and inflammatory 
dermatosis (e.g. dermatitis or eczema). (I) are especially used for treating asthma (claimed). 

Daily dose is 0.05-20 (preferably 0.1-10) mg/kg, orally, parenterally or by inhalation. 

N-(l(S)-(4-(3,4-DicMorobenzyl)-piperazin-l-ylmethyl)-2-methylpropyl)-4-me- thylbenzamide dihydrochloride (la) had IC50 
0.24 mu M for inhibition of 1251-eotaxin binding in CCR-3 transfixed LI. 2 cells. 

ADVANTAGE - (I) are free of the side-effects of prior art agents for treating eosinophilic granulocyte-mediated diseases (e.g. 
glucocorticoids). 

ABSTRACTED-PUB-NO: US 6323223B 
EQUIVALENT-ABSTRACTS: 

NOVELTY - Di-(hetero)aryl-substituted pyrrolidine, piperidine, piperazine, perhydroazepine or perhydrodiazepine derivatives 
(I) are new. 

DETAILED DESCRIPTION - Di-(hetero)aryl-substituted N-heterocyclic compounds of formula (I) and their precursors, 
individual isomers, isomer mixtures and salts are new. T,U = N or CH, but not both CH; R1,R2 = H or alkyl; n = 0-2, provided 
that T or U = CH if n = 0; m = 0-3; Arl,Ar2 = aryl or heteroaryl; F = alkylene, alkenylene or a bond, provided that if T = U = N 
and F = alkylene, then R4 is not aryl; R = H or alkyl, or completes a carbocycle or heterocycle with R3 or R4; R3,R4 = H (but 
not both H), alkyl, alkenyl, haloalkyl, cycloalkyl, cycloalkylalkyl, heteroaryl, heteroaralkyl, heterocyclyl, heterocyclylalkyl, 
heteroalkyl, CN or -alkylene-CO-Z; or CR3R4 = carbocycle or heterocycle; Z = alkyl, haloalkyl, alkoxy, haloalkoxy, OH, 
optionally mono- or disubstituted amino, aryl, aralkyl, aryloxy, aralkoxy, heteroaryl, heteroaryloxy or heteroaralkoxy; E = 
CONR5, S02NR5, NR6CONR5, NR6S02NR5, NR6CSNR5, NR6CO, NR6COO, OCONR6 or NR6S02; R5 = H, alkyl, acyl, 
haloalkyl, cycloalkyl, cycloalkylalkyl, aryl, aralkyl, aralkenyl, heteroalkyl, heterocyclylalkyl, heterocycloalkylalkyl, heteroalkyl 
(sic) or -alkylene-CO-Z; or R5 completes heterocyclo-amino with R3 or R4; R6 = H, alkyl, acyl, haloalkyl, cycloalkyl, 
cycloalkylalkyl, aryl, aralkyl, aralkenyl, heteroaryl, heteroaralkyl, heterocycloalkyl, heteroalkyl or -alkylene-CO-Z; if T = N and 
E = CONR5, S02NR5, NR6CONR5, NR6S02NR5 or NR6CSNR5, then m is not 0; Q = -R7-W-R8-; R7 = 1-6C alkylene chain; 
R8 = bond or 1-4C alkylene chain; W = bond, CO, NR9, O, S, SO, S02, CONR9, NR9CO, NR9S02, S02NR9, NR9CONR9, 
NR9S02NR9 or NR9CSNR9; R9 = as R6; provided that if T = N and U = CH, then W is not CONR9. 

INDEPENDENT CLAIMS are included for new intermediates of formula (Ilg) and for the preparation of (I) X = NHR5 NHR6 
or COOH. 



USE - (I) have antiasthmatic, antiinflammatory, antiallergic and CCR-3 receptor antagonist activity. 
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(I) inhibit the recruitment of eosinophilic granulocytes by CCR-3 chemokines (e.g. RANTES, eotaxin, MCP-2, MCP-3 and 
MCP-4). They are useful for treating diseases mediated by eosinophilic granulocytes, such as inflammatory or allergic disease, 
including allergic respiratory tract diseases (e.g. asthma, allergic rhinitis, hypersensitive pulmonary disease or pneumonitis or 
eosinophilic pneumonia), inflammatory bowel disease (e.g. Crohn's disease or ulcerative colitis), psoriasis and inflammatory 
dermatosis (e.g. dermatitis or eczema). (I) are especially used for treating asthma (claimed). 

Daily dose is 0.05-20 (preferably 0.1-10) mg/kg, orally, parenterally or by inhalation. 

N-(l(S)-(4-(3,4-Dichlorobenzyl)-piperazin-l-ylmethyl)-2-methylpropyl)-4-me- thylbenzamide dihydrochloride (la) had IC50 
0.24 mu M for inhibition of 1251-eotaxin binding in CCR-3 transfixed LI .2 cells. 

ADVANTAGE - (I) are free of the side-effects of prior art agents for treating eosinophilic granulocyte-mediated diseases (e.g. 
glucocorticoids). 

US 6339087B 

NOVELTY - Di-(hetero)aryl-substituted pyrrolidine, piperidine, piperazine, perhydroazepine or perhydrodiazepine derivatives 
(I) are new. 

DETAILED DESCRIPTION - Di-(hetero)aryl-substituted N-heterocyclic compounds of formula (I) and their precursors, 
individual isomers, isomer mixtures and salts are new. T,U = N or CH, but not both CH; R1,R2 = H or alkyl; n = 0-2, provided 
that T or U = CH if n = 0; m = 0-3; Arl,Ar2 = aryl or heteroaryl; F' = alkylene, alkenylene or a bond, provided that if T = U = N 
and F' = alkylene, then R4 is not aryl; R = H or alkyl, or completes a carbocycle or heterocycle with R3 or R4; R3,R4 = H (but 
not both H), alkyl, alkenyl, haloalkyl, cycloalkyl, cycloalkylalkyl, heteroaryl, heteroaralkyl, heterocyclyl, heterocyclylalkyl, 
heteroalkyl, CN or -alkylene-CO-Z; or CR3R4 = carbocycle or heterocycle; Z = alkyl, haloalkyl, alkoxy, haloalkoxy, OH, 
optionally mono- or disubstituted amino, aryl, aralkyl, aryloxy, aralkoxy, heteroaryl, heteroaryloxy or heteroaralkoxy; E = 
CONR5, S02NR5, NR6CONR5, NR6S02NR5, NR6CSNR5, NR6CO, NR6COO, OCONR6 or NR6S02; R5 = H, alkyl, acyl, 
haloalkyl, cycloalkyl, cycloalkylalkyl, aryl, aralkyl, aralkenyl, heteroalkyl, heterocyclylalkyl, heterocycloalkylalkyl, heteroalkyl 
(sic) or -alkylene-CO-Z; or R5 completes heterocyclo-amino with R3 or R4; R6 = H, alkyl, acyl, haloalkyl, cycloalkyl, 
cycloalkylalkyl, aryl, aralkyl, aralkenyl, heteroaryl, heteroaralkyl, heterocycloalkyl, heteroalkyl or -alkylene-CO-Z; if T = N and 
E = CONR5, S02NR5, NR6CONR5, NR6S02NR5 or NR6CSNR5, then m is not 0; Q = -R7-W-R8-; R7 = 1-6C alkylene chain; 
R8 = bond or 1-4C alkylene chain; W = bond, CO, NR9, O, S, SO, S02, CONR9, NR9CO, NR9S02, S02NR9, NR9CONR9, 
NR9S02NR9 or NR9CSNR9; R9 = as R6; provided that if T = N and U = CH, then W is not CONR9. 

INDEPENDENT CLAIMS are included for new intermediates of formula (Ilg) and for the preparation of (I). X = NHR5, NHR6 
or COOH. 

USE - (I) have antiasthmatic, antiinflammatory, antiallergic and CCR-3 receptor antagonist activity. 

(I) inhibit the recruitment of eosinophilic granulocytes by CCR-3 chemokines (e.g. RANTES, eotaxin, MCP-2, MCP-3 and 
MCP-4). They are useful for treating diseases mediated by eosinophilic granulocytes, such as inflammatory or allergic disease, 
including allergic respiratory tract diseases (e.g. asthma, allergic rhinitis, hypersensitive pulmonary disease or pneumonitis or 
eosinophilic pneumonia), inflammatory bowel disease (e.g. Crohn's disease or ulcerative colitis), psoriasis and inflammatory 
dermatosis (e.g. dermatitis or eczema). (I) are especially used for treating asthma (claimed). 

Daily dose is 0.05-20 (preferably 0.1-10) mg/kg, orally, parenterally or by inhalation. 

N-(l(S)-(4-(3,4-Dichlorobenzyl)-piperazin-l-ylmethyl)-2-methylpropyl)-4-me- thylbenzamide dihydrochloride (la) had IC50 
0.24 mu M for inhibition of 1251-eotaxin binding in CCR-3 transfixed L1.2 cells. 

ADVANTAGE - (I) are free of the side-effects of prior art agents for treating eosinophilic granulocyte-mediated diseases (e.g. 
glucocorticoids). 
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DERWENT-CLASS: B03 
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